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REMARKS 

Reconsideration of the rejection of all claims is respectfully requested in view of the 
above amendments and the following remarks. 

Explanation of Background Relative to Closest Prior Art 

To assist the Examiner, a brief explanation of the background of this application in 
relation to the prior art is presented below, including an explanation as to how the points of 
distinction over the prior art are expressed in original independent claim 1, which is now 
independent claim 27. 

As the Examiner has recognized (and AppHcant concurs), the closest prior art to the 
invention claimed in this application is AppHcant' s prior application that published as WO 
00/47212 (hereinafter "WO '212"). Certain relationships between the compounds of the 
present application relative to those of WO '212 are explained in the present specification at 
page 3, which is be quoted below for the Examiner's convenience: 

Intemational patent application publication nxmiber WO 00/47212 
describes VEGF receptor tyrosine kinase inhibitors. Compounds of WO 
00/47212 possess activity against VEGF receptor tyrosine kinase (RTK) 
such that they may be used in an amount sufficient to inhibit VEGF RTK 
whilst demonstrating no significant activity against EGF RTK. Their 
VEGF RTK inhibitory activity is due both to activity against KDR and 
against Flt-1, but generally they are more potent against KDR. Generally 
they have extended plasma pharmacokinetics. Some VEGF RTK 
inhibitors have been found to act as potassium channel blockers and are 
positive in a hERG assay; such activity may give rise to ECG 
(electrocardiogram) changes in vivo. Compounds of WO 00/47212 have 
predominantly basic side chains. 

Surprisingly we have now found compounds of the present invention 
to be very potent KDR inhibitors but to have less activity against Flt-1 than 
compounds of WO 00/47212, to have less extended plasma pharmacokinetics 
than compounds of WO 00/47212 and to be inactive or only weakly active in 
a hERG assay. Compounds of the present invention have predominantly 
neutral side chains. Compounds of the present invention have a beneficial 
toxicological profile compared to compounds of WO 00/47212. 

(Specification page 3, lines 10-25). 

Thus, as noted in the second above-quoted paragraph, one of the differences of the 
presently claimed compounds relative to those of WO *212 is that compounds of the present 
invention '^have predominantly neutral side chains'' whereas, as noted at the end of the 
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previous paragraph, the compounds of WO *212 "have predominantly basic side chains'' 
The differences in these side chains, which are expressed in the present application in the 
proviso definitions of and R^, estabhsh the structural distinctions of the present 
compounds over the prior art compounds of WO '212, 

Looking at claim 27 as presented above, the initial definition of R^, starting at page 
19, 1 1* line from the bottom and extending to page 23, line 8, defines essentially the same 
groups as the definition of R^ in claim 1 of WO '212. Similarly, the initial definition of R^ in 
claim 27 as set out above, beginning at page 23, line 9 and extending to page 26, 3^^ line from 
the bottom, defines essentially the same groups as the definition of R^ of WO '212. However, 
claim 1 of WO '212 ends there, whereas present claim 27 continues with the proviso 
beginning at page 26, 2"^ line from the bottom, extending to and including the "altemative" 
at the bottom of page 30. 

It is the mandatory values (i) to (v) for R' or R^ and the values 6,7-methylenedioxy or 
6,7-ethylenedioxy for R that structurally distinguish the compounds of the present 
application from those of WO 00/47212. This means that it is the wording of claim 27 after 
"with the proviso" that structurally distinguishes it from WO 00/47212. 

Thus, the first part of the proviso of claim 27, beginning at the bottom of page 26, 
reads "with the proviso that one or more R^ and/or one or more R^ are selected from one of 
the following five groups", and then sets out five main groups designated as groups (i) 
through (v), ending on page 30. The mandatory groups defined in this proviso are unique to 
the present application and are not included in the definition of the R^ or R^ substituents in 
WO '212 or in the initial definitions of R^ and R^ in claim 27 at pages 19 through 26 above. ^ 
According to the first part of the proviso, at least one of the unique mandatory substituents 
defined in this part of the proviso must be present as an group on the quinazoline ring, 
and/or as an R^ group on ring C. 



Note the distinction between the mandatory substituents of this proviso, which are unique to this application, 
and certain optional substituents that may also be present, which are not necessarily unique. See, for example, 
the definition of at the top of page 27, where is defined as a "5-6-membered saturated or partially 
unsaturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group bears at least one substituent selected from [listing of mandatory substituents through lines 
10 on page 27 above] and which heterocyclic group may optionally bear a further 1 or 2 substituents selected 
from [listing of optional substituents through to line 21 on page 27 above]...". 
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Alternatively, as provided in what is now characterized as the "alternative" at the end 
of the claim 27 proviso (last few lines on page 30 as amended above), may occupy two 
adjacent positions on the quinazoline ring as a 6,7-methylenedioxy group or a 6,7- 
ethylenedioxy group, and then may be selected from any of the groups defined in claim 27 
for R' (necessarily including the groups in the initial definition of R' and the unique groups 
defined for R^ in the first part of the proviso). These 6,7-methylenedioxy and 6,7- 
ethylenedioxy groups are unique to R^ in the present application and are not encompassed by 
WO '212 as substituents on the quinazoline ring. 

Thus, whereas the initial definitions of R* and R^ in claim 27 at pages 19-26 above 
are essentially the same as the defmitions of R^ and R^ in WO '212, the mandatory unique 
moieties or substituents defined for R and/or R in the proviso of claim 27 set the presently 
claimed compounds apart from the compounds of WO '212, such that there is no overlap 
between the present claims and the disclosure of WO '212 at even the broadest generic level 

It is hoped that with the above background and explanation, the following discussion 
and reasons for traversal of the various grounds for rejection will now be clear. 

Claim Status and Amendments 

Claims 22-24 have been newly cancelled, without abandonment or prejudice to 
Applicant's right to prosecute the deleted subject matter in one or more continuing 
applications, and claim 27 has been amended to address and overcome one of the grounds for 
rejection, as described in detail below. Inasmuch as these are the only amendments being 
made to the claims herein, and that no new matter has been added, entry of these 
amendments after final rejection is believed to be in order and is respectfiilly requested. 

Following entry of these amendments, claims 2-20 and 25-27 remain pending in this 
application, of which claims 25 and 26 have been indicated as being allowable and the 
remaining claims stand rejected. 

Claim Rejections - 35 USC§112 

Claims 2-13, 18-20, 22 and 27 have been rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. In the previous Action mailed March 
30, 2005 the Examiner identified 13 "reasons" (a) through (ni) for rejection under section 
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1 12. At page 2 of the current Action the Examiner notes in the first paragraph that items 
(a)-(f), (h), (j) and (k) were overcome by the AppUcant's September 30, 2005 Amendment 
and Response, and that only items (g), (i) and (1) were maintained. However, in the current 
Action at pages 2-3, the Examiner itemizes six "reasons" (a) through (f) for the maintained 
section 112 rejection, which appear to correspond to previous reasons (f), (g), (i), (k), (1) and 
(m), respectively. The Examiner's present intent with respect to previous reasons (f) and (k), 
which are said to have been overcome, is therefore not clear. However, each of current 
reasons (a) through (f) will be summarized below in sequence, followed by Applicant's 
response: 

Reason (a) [previous Reason f]: Although previous reason (f) is said to have been 
overcome, at page 3 of the present Action the Examiner again questions the now amended 
phrase in replacement claim 27, "or can be selected from any of the groups defined herein 
forR^y It is now asserted that the "limitation still has indefinite metes and bounds because 
R^ has an extensive definition with a proviso, so it is not clear if said phrase allows R^ to be 
any group with or without the proviso." The Examiner also asserts that "the phrase seems to 
suggest R^ could be a combination of any of the recited groups," 

Response: It is hoped that the foregoing explanation of the fimction and effect of the proviso, 

which set out additional unique mandatory substituents for R' and/or R^, has clarified this 

point for the Examiner. Additionally, the phrase questioned by the Examiner, which is near 

the end of claim 27, has been amended to read in context: 

... or in the alternative, R^ may occupy two adjacent positions on the 
quinazoline ring as a 6,7-methylenedioxy group or a 6,7-ethylenedioxy group 
and then R^ may be selected from any of the groups defined herein for R^; ... 

When it is imderstood that the portion of claim 27 that begins with the proviso defines 
additional and unique groups for R and/or R not included in the initial definitions of R and 
R^, it becomes clear that the reference to ''any of the groups defined herein for R^" 
necessarily includes both the initial definitions and the additional definitions in the proviso 
with respect to R'. With this (and the above) explanation, it is believed that this ground for 
rejection has been overcome, and it is requested that it be withdrawn. 
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Reason (b) [previous Reason g]: The Examiner asserts that "the limitation of R as '6,7- 
methylenedioxy or 6,7-ethylenedioxy' seems to suggest a ring" and that "a ring could only be 
formed by two R^, and not just one." 

Response: The Examiner has correctly interpreted this provision in the intended manner, as 
would the skilled person, and therefore it is not believed that there is any indefiniteness. 
However, to expedite the prosecution of this application to allowance, this intended meaning 
has been more explicitly stated in the amended "altemative" portion of the claim 27 proviso, 
which now provides that "R^ may occupy two adjacent positions on the quinazoline ring as a 
6,7>methylenedioxy group or a 6,7-ethylenedioxy group." It is believed that this amendment 
should erase all question as to the intended meaning of this phrase, and withdrawal of this 
ground for rejection is also requested. 

Reason (c) [previous Reason i]: The Examiner asserts that claim 19 lacks antecedent basis 
in that process (d) recites R^ as being "Ci-salkylR^^^", whereas the variables in the definition 
of R^^^ being R^^^ R^^^ R^^^ R^^^ etc. are not recited in claim 27. The Examiner further 
asserts that the recitation of "(R^)m represented by -NR^^^R^^^" is also not recited in claim 27. 
Response: Claim 19 is a process for the preparation of a compound according to claim 27 of 
the formula I, and necessarily recites a number of new variables in order to describe the 
processes for the preparation of these compounds. Each new variable, eg.,R^^^-^^^ is defined 
in claim 19, and each such new variable is or is a subset of a variable or variables defined in 
claim 27, For example: 

In process d) of claim 19, group 3) is "X^^Ci-salkylX^R^^" which corresponds to group 4) 
in the definitions of R in claim 27 and hence the new variable X is defined as a subset 
of the values of X^ and the new variables R^'^'*^^ in group 3) of process d) are defined as 
forR^^R^^andR^^ in group 4) in the definitions of R^ in claim 27. 
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Tabulated more completely for illustrative purposes: 
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Ti ^alkvlR^*^ where R^^^ is 
X^°Ci.5alkylX^R^^ 


Ci calkvlX'^Ci <:alkvlX^R^^ 


therefore 


X^^ is a subset corresnondinff to 


x^ 


wherein 


X^° represents -0-, -S-, -SO2-, 
-NR"X(0)-, -NR'"S02- or 


X'' represents-0-, -S-, 
-SO-, -SO2-, -NR^^C(O)-, 
-C(0)NR^''-, -S02NR^^-, 
-NR^^S02- or -NR"- 


therefore 


R"^ R' and R'^° correspond to 


R", R^^ and R^' 


which represent . 


hydrogen, Ci^alkyl or 
Ci-aalkoxyCa-aalkyl 


hydrogen, Ci^alkyl or 
C 1 .3alkoxyC2.3alkyl 



The same principle applies to process e) of claim 19, wherein the new values R and R 
are defined as hydrogen or Ci-aalkyl so that they correspond, for example, to the values of R^ 
in claim 27 of alkylamino or dialkylamino - e.g., if R^ is R^X* and X^ is NR'^ and R^^ is 
Ci-salkyl and R^ is hydrogen. 

Reason (d) [previous Reason k]: The Examiner again rejects claim 22, which recites a 
"method for producing an antiangiogenic and/or vascular permeability effect," as being 
indefinite with respect to the treatment of other diseases than those mentioned in the 
specification, and that the claim may read on diseases not yet known to be caused by or 
affected by such action or in ways not yet understood. 

Response: This ground for rejection has been obviated by the cancellation of claim 22, 
without abandonment or prejudice to Applicant's right to prosecute the subject matter thereof 
in one or more continuing applications. 

Reason (e) [previous reason 1]: The Examiner asserts that the term "azaindole" in claim 5 
still has indefinite metes and bounds despite the definition in the specification, noting that the 
definition of "azaindole" only provides one example of 7-azaindole. The Examiner questions 
what constitutes "similar groups", and how many nitrogen atoms are in such a ring. 
Response: It is respectfully submitted that the definition of the term "azaindolyl" on page 56 
lines 19-22 is sufficiently clear and definite in its meaning, having two nitrogen atoms as 
shown in the formula on page 56: 
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It can be varied by having different substituents and different positions of linkage, and hence 
the term "similar groups". For example, consistent with the above, 5-bromo-7-azaindole is 
compound 14 on page 72, where its structure is shown: 



and a scheme for its preparation is described. 

Reason (f) [previous Reason m]: Claims 2-13 and 18-22 are (also) rejected as being 
dependent on claim 27 and carrying over indefinite limitations. 

Response: Inasmuch as it is believed that the grounds for rejection of claim 27 have been 
overcome, this ground for rejection has been overcome as well. 



Various of the claims have again been provisionally rejected for obviousness-type 
double patenting over one or more of Applicant's assignees' copending applications No. 
10/494,137; 10/494,388; and 10/344,678 (all pending before the present Examiner). 
Inasmuch as copending applications No. 10/494,137 and 10/494,388 are still in active 
prosecution and no claims have yet been allowed, it is premature to take a position on the 
distinctions of the present claims over the claims what will eventually issue from those 
applications. Accordingly, Applicant will defer responding to this ground for rejection as to 
those applications until and if claims issue in those applications before claims are in 
condition for allowance in the present application. 

Apphcation No. 10/344,678 (hereinafter "the '678 Apphcation) has now been 
allowed and the Issue Fee has been paid. It is presumed that the Examiner has ready access to 
allowed claims 1-15, 18, 21 and 22 in such apphcation. In any event, as noted in Applicant's 
previous response, the PCT application (of which the '678 Application is the U.S. National 
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Stage) published as WO 02/16352 on February 28, 2002 (hereinafter "WO '352"), whereas 
the Litemational Application from which the present application derived has a filing date of 
January 28, 2003. Thus, disregarding for the moment the UK priority application of the 
present application that was filed on February 1, 2002, the publication of WO '352 could be 
considered 102(a) prior art. 

In any event, the claims pending in the present application are clearly structurally and 
patentably distinct fi^om the disclosure of WO '352 as well as the allowed claims of the '678 
Application, inasmuch as the present claims are now limited to Z being -O- or -S- whereas 
the linker at the 4-position of the compounds disclosed in WO '352 and claimed in the '678 
Application is -NH-. Thus, there is no overlap with the present claims, and it is respectfiiUy 
submitted that the present claims are patentably distinct thereover, thereby avoiding any 
novelty or obviousness rejection over WO '352, and thereby also overcoming the rejection 
for obviousness-type double patenting over the '678 Application. 

Nevertheless, Applicant reserves the right to assert entitlement of the present claims 
to the priority fihng date of the priority application of the present application, and 
fiirthermore reserve the right to swear behind the publication date of WO '352 insofar as it 
may be considered to be section 102(a) prior art. 

Claim Rejections -35 USC § 102 

The Examiner has maintained the rejection of claims 2-10, 18-22 and 27 under 35 
U.S.C. 102(b) as being anticipated by Hennequin et, at. (hereinafter "WO '212"). This 
ground for rejection is respectfiilly traversed. 

The Examiner again notes that on pages 54-58, Hennequin (WO '212) discloses 
several quinazoline compounds that are substituted with indolyl-oxy at the 4th position, and 
also substituted with a group such as 3-(pyrrolidin-l yl)propoxy or 3 piperidinopropoxy, etc., 
now referring to compounds on lines 30 and 31 of page 57, and also to compounds #25 and 
26 in Table I at page 115, which the Examiner describes as quinazoline substituted with 
indazolyl-amino. The structure of these compounds is as follows: 
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WO '212 Page 57, line 30 




4-(4-fluoroindol-5-yloxy)-6-methoxy-7-(3-piperidinopropoxy)quinazoline 
WO '212 Page 57, line 31 





4-(4-fluoro-2-niethylindol-5-yloxy)-6-methoxy-7-(3-(pyrrolidin-l-yl)propoxy)quinazoline 
WO '212 Example 25 




4-(lH-indazol-6-ylamino)-6-methoxy-7-(3-morpholinopropoxy)quinazoline 
WO '212 Example 25 




4-(lH-indazol-5-ylamino)-6-methoxy-7-(3-morpholinopropoxy)quinazoline 
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In support of the rejection, the Examiner asserts that the disclosed compounds read on 
the instant Formula I when it has the following substituents: 

- Z is-0-, -NH-; 

- Ring C is indolyl or indazolyl; 

- m = 2; 

- one of is methoxy, and the other is -X^ 

- X^is-0-; 

- is CsalkylQ^ 

- is a 5- or 6-membered saturated or partially saturated heterocyclic group with 
1-2 heteroatoms. 

It is respectfully submitted that none of the four cited compounds falls within even the 
broadest generic scope of the present claims and, therefore, none of the cited compounds 
anticipates the present claims for the following reasons: 

• Z is defined in the broadest independent claim 27 as being only -O- or -S-, and 
therefore the above listing of substituents, insofar as it includes Z = -NH-, is in error. 
Since the compounds of both WO '212 Examples 25 and 26 have a -NH- group in the 
location of Z, the compounds of WO *212, Examples 25 and 26, do not anticipate the 
present claims. 

• The proviso of claim 27 requires that one or more of R^ and/or one or more of R^ are 
selected from one of five groups, including the group (i) Q'X^-, wherein X^ is as 
previously defined (including -0-), and Q* is selected fi-om one of ten groups, 
including the group Ci-salkylQ selected by the Examiner in the above listing. 
However, is defined in the proviso as being "a 5-6-membered saturated or partially 
unsaturated heterocyclic group with 1-2 heteroatoms, selected independently firom O, 
S and N, which heterocyclic group bears at least one substituent selected ... ' 
(emphasis added). The required "at least one substituent" on the heterocyclic group of 

has been overlooked in the Examiner's above listing of substituents. Inasmuch as 
the heterocyclic group in the location of in each of the compounds cited by the 
Examiner is unsubstituted, none of the cited compounds anticipates any of the 
present claims. 
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Accordingly, there is no basis for this anticipation rejection over WO '212, and is 
respectfully requested that it be withdrawn. 



Claim Rejections -35 USC§103 

Claims 5-13, 14-17, 23, 24 and 27 have been rejected under 35 U.S.C. 103(a) as 
being unpatentable over Hennequin et al (WO '212). In making this rejection, the Examiner 
reasons: 

The instant claims 5-13 recite quinazoline compounds having ring C as an 
''azaindolyV\ Although there is no species in W0'212 has such a ring, on page 
12, Hennequin describes a preferred embodiment for ring C which includes a 
"9~10-membered heteroaromatic bicyclic moiety which contains 1 or 2 
nitrogen atoms'' Such a teaching would have motivated one skilled in the art 
to select the instant azaindole as ring C since it met the description of the 
preferred embodiment. 

The instant claims 14-17, 23 and 24 recite species of quinazoline 
compounds with indolyl-oxy and a substituent such as: (4-acetylpiperazin'l 
yl)propoxy; benzyloxy; or hydroxyL Although W0'212 does not appear to 
disclose said species, the definition of allows for such a substituent (e.g, 
page 3, line 19 (for hydroxyl), line 21 (for R^X*), etc.). 

Note, the proviso in claim 27 does not exclude the compounds or generic 
teaching of Hennequin et. al. which provides eequivalent teaching and 
motivation for one skilled in the art to select azaindolyl as a ring represented 
by ring C. 

(Action at page 8; emphasis in original). 

The Examiner thus focuses the basis for this obviousness rejection of claims 5-13 on 
the similarity or equivalence between WO '212 and the present claims with respect to the C 
ring being an azaindolyl ring, and the rejection of claims 14-17, 23 and 24 on certain species 
of quinazoline compounds having indolyl-oxy and a substituent such as (4-acetylpiperazin-l 
yl)propoxy; benzyloxy; or hydroxyl.^ 

However, it is respectfully submitted that this rejection overlooks the fact that 
independent claim 27, upon which all of the claims are dependent, requires one or more 
mandatory R^ and/or R^ substituents which are unique to the present application and not 
within the R^ or R^ definitions in WO '212. Thus, as explained in detail in the introductory 
background portion of these Remarks, these mandatory unique moieties or substituents 



^ This ground for rejection as applied to claims 23 and 24 has been obviated by the cancellation of these claims, 
and the following discussion pertains to the currently pending claims as amended above. 
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defined for and/or in the proviso of claim 27 (extending from the bottom of page 26 to 
page 30 above) set the presently claimed compounds apart from the compounds of WO '212, 
such that there is no overlap between the present claims and the disclosure of WO '212 at 
even the broadest generic level It is the mandatory substituents required by this proviso that 
structurally distinguish the presently claimed compounds from the compounds encompassed 
by WO '212. Accordingly, no case of prima facie obviousness in view of WO '212 has been 
made with respect to the presently claimed invention, and withdrawal of this obviousness 
ground for rejection is beHeved to be in order and is respectftilly requested. 



It is believed that each ground for rejection has been addressed and overcome by the 
above Amendments and/or the foregoing Remarks. Accordingly, withdrawal of each ground 
for rejection and allowance of all claims are believed to be in order and are respectfully 



EXCEPT for issue fees payable under 37 C.F.R. § 1.18, the Director is hereby 
authorized by this paper to charge any additional fees during the entire pendency of this 
application including fees due under 37 C.F.R. §§ 1.16 and 1.17 which may be required, 
including any required extension of time fees, or credit any overpayment to Deposit 
Account 50-0310. This paragraph is intended to be a CONSTRUCTIVE PETITION FOR 
EXTENSION OF TIME in accordance with 37 C.F.R. § l/n6(W3). 



Conclusion 



requested. 
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